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ABSTRACT
Objective To assess the thrombotic risk associated with
oral contraceptive use with a focus on dose of oestrogen
and type of progestogen of oral contraceptives available
in the Netherlands.
Design Population based case-control study.
Setting Six participating anticoagulation clinics in the
Netherlands(Amersfoort,Amsterdam,TheHague,Leiden,
Rotterdam, and Utrecht).
Participants Premenopausal women <50 years old who
werenotpregnant,notwithinfourweekspostpartum,and
not using a hormone excreting intrauterine device or
depot contraceptive. Analysis included 1524 patients
and 1760 controls.
Main outcome measures First objectively diagnosed
episodes of deep venous thrombosis of the leg or
pulmonary embolism. Odds ratios calculated by cross-
tabulation with a 95% confidence interval according to
Woolf’s method; adjusted odds ratios estimated by
unconditionallogisticregression,standarderrorsderived
from the model.
Results Currently available oral contraceptives increased
the risk of venous thrombosis fivefold compared with
non-use (odds ratio 5.0, 95% CI 4.2 to 5.8). The risk
clearly differed by type of progestogen and dose of
oestrogen. The use of oral contraceptives containing
levonorgestrel was associated with an almost fourfold
increased risk of venous thrombosis (odds ratio 3.6, 2.9
to 4.6) relative to non-users, whereas the risk of venous
thrombosis compared with non-use was increased 5.6-
fold for gestodene (5.6, 3.7 to 8.4), 7.3-fold for
desogestrel (7.3, 5.3 to 10.0), 6.8-fold for cyproterone
acetate (6.8, 4.7 to 10.0), and 6.3-fold for drospirenone
(6.3, 2.9 to 13.7). The risk of venous thrombosis was
positively associated with oestrogen dose. We confirmed
ahighriskofvenousthrombosisduringthefirstmonthsof
oral contraceptive use irrespective of the type of oral
contraceptives.
Conclusions Currently available oral contraceptives still
have a major impact on thrombosis occurrence and many
women do not use the safest brands with regard to risk of
venous thrombosis.
INTRODUCTION
The first report of an increased risk of venous throm-
bosis associated with oral contraceptives appeared in
1961.
1Sincethen,severallargestudieshaveconfirmed
a twofold to sixfold increased risk of deep venous
thrombosis associated with current oral contraceptive
use.
2-5 To decrease the risk of thrombosis, the oestro-
gendoseincombinedoralcontraceptiveswasstepwise
reduced over the years. A lowering of the oestrogen
dose from 100 μgt o5 0μg has been associated with a
decreased risk of venous thrombosis.
6-8 There is no
clear evidence that the lowering of the oestrogen dose
to 30 μgo r2 0μg led to a further decrease of the risk of
deep venous thrombosis.
Oral contraceptives may contain different types of
progestogens.Firstgenerationoralcontraceptivescon-
tained lynestrenol, but these are now little used. Sec-
ond generation oral contraceptives, which are widely
used, contain levonorgestrel or, less often, norgestrel.
Thirdgenerationoralcontraceptives,containingdeso-
gestrel or gestodene, which became available in the
1980s, are also widely used. Two other types of oral
contraceptives are not included in this classification.
Preparations containing cyproterone acetate are used
fortreatmentofacne vulgaris,seborrhoea,or mild hir-
sutismandhaveanti-ovulatoryactionsimilartothatof
a progestogen.
9-11 Preparations containing drospire-
none, which is an antimineralocorticoid, also inhibit
ovulation and have been on the market since
2001.
1213
Since 1995, numerous reports have been available
on the difference in thrombotic risk associated with
second and third generation oral contraceptives.
4714
Most reported an increased risk of venous thrombosis
associatedwiththenewerthirdgenerationoralcontra-
ceptives. Some, however, did not confirm this finding
or suggested that the risk difference between third and
second generation oral contraceptives was overesti-
mated because of bias or confounding such as referral
or prescription bias.
515 Kemmeren et al performed a
meta-analysisoncohortandcase-controlstudiesasses-
sing the risk of venous thrombosis among women
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twofold increased risk of venous thrombosis for third
generation oral contraceptives compared with oral
contraceptives containing levonorgestrel.
16 As several
authors pointed out, none of the arguments that this
findingwascausedbybiasstooduptosubsequentana-
lyses or reasoning.
17-20
Oral contraceptivescontaining cyproterone acetate,
on the market since 1988, have been associated with a
highly increased risk of venous thrombosis in some
studies,
21-23butnotall.
2425Limitedinformationisavail-
able for the thrombotic risk associated with the newest
oralcontraceptivescontainingdrospirenone,butaser-
ies of reported cases of venous thrombosis after its
introduction raised concern about an increased risk
associated with this oral contraceptive.
2627 Two recent
studies sponsored by the manufacturer, however,
reported a similar thrombotic risk for drospirenone
compared with levonorgestrel.
2829 All these studies
included few cases of thrombosis and therefore had
considerable uncertainty around the risk estimates.
Theaimofthepresentstudywastoassessthethrom-
botic risk associated with current oral contraceptive
use with a focus on dose of oestrogen and type of pro-
gestogen. We set out to determine which hormonal
contraceptive issafestwith regardtothe risk ofvenous
thrombosis using data from a large case-control study
of patients with a first deep venous thrombosis and
healthy controls.
METHODS
Study design
This analysis was performed using data from the
MEGA study (multiple environmental and genetic
assessment of risk factors for venous thrombosis-
study), a large, population based, case-control study
on risk factors for venous thrombosis.
BetweenMarch1999andSeptember2004,consecu-
tivepatientsaged<70yearswithafirstepisodeofdeep
venous thrombosis (leg or arm) or pulmonary embo-
lism were included from the files of six participating
anticoagulation clinics in the Netherlands (Amers-
foort, Amsterdam, The Hague, Leiden, Rotterdam,
andUtrecht).Informationonthediagnosticprocedure
wasobtainedfromhospitalrecordsandgeneralpracti-
tioners.Adeepvenousthrombosiswasconfirmedwith
Doppler ultrasonography. A pulmonary embolism
was confirmed by a ventilation perfusion lung scan,
spiral computed tomography, or angiogram. Exclu-
sion criteria were severe psychiatric problems and the
inability to speak Dutch. Of the 6567 eligible patients,
310 died soon after the venous thrombosis. Of the
remaining 6257 patients, 5184 participated (83%). Of
the non-participants, 86 were in the end stage of fatal
disease and 987 refused to participate or could not be
located. Of the participants, 4752 (91.7%) returned a
fullquestionnaireand431 completedashortquestion-
naire by telephone.
Partners of patients <70 years old were invited to
participate as controls. Of the 5184 participating
patients, 3735 had an eligible partner. One partner
died soon after the request for participation. Of the
remaining 3734 partners, 3039 participated (81.4%).
Of the non-participants, 20 were in the end stage of
disease and 675 refused to participate or could not be
located.Afullquestionnairewasreturnedby2873par-
ticipating partners (94.5%), and 164 completed a short
questionnaire by phone.
From January 2002 until September 2004, addi-
tionalcontrolswererecruitedbyrandomdigitdialling.
Phonenumbersweredialledatrandomwithinthegeo-
graphical inclusion area of the patients. The random
controls were frequency matched to the patients with
respect toage and sex. Only controlsbetween the ages
of 18 and 70 years with no history of deep venous
thrombosis were included and the same exclusion cri-
teria were applied as for the patients.
Of the 4350 eligible random controls, four died
before they were able to participate. Of the remaining
4346individuals,3000participated(69%).Ofthe non-
participants, 15 were in the end stage of disease and
1331 refused to participate or could not be located. A
questionnaire was returnedby 2788 (93%) of the parti-
cipating random controls.
For the current analyses, only women aged
18-50 years were included. Women who were post-
menopausal, pregnant, or within 4 weeks postpartum
at the time of the thrombotic event or index date (see
below) and women using hormonal contraception
other than oral contraceptives were excluded. From
the total patient group, we included 1524 female
patients. From the partner control group, we included
712 female partner controls. From the random digit
dialling control group, we selected 1048 female con-
trols. Of the total control group described in the cur-
rent study (n=1760), 40.5% were partner controls and
59.5%wererandomdigitdiallingcontrols.Fortheana-
lyses described in this manuscript, we pooled the two
control groups into a single group and adjusted for
inclusion date.
Data collection
All participants filled in a standardised questionnaire
on risk factors for venous thrombosis such as family
history of thrombosis, pregnancy, and oral contracep-
tive use in the year before the index date. The index
date was the date of the thrombotic event for patients
and their partners and the date of filling in the ques-
tionnaire for the random controls. The questionnaire
was sent to all patients and their partners within a few
weeks after the index date. For the random controls,
thequestionnairewassentaftertheiragreementtopar-
ticipate.
At least three months after discontinuation of the
oral anticoagulation therapy, patients and their part-
ners were invited to the anticoagulation clinic for a
blood sample and an interview. During the interviews
(inpersonorbytelephone),detailsoncurrentoralcon-
traceptive use were verified.
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Relative risks were assessed by calculating odds ratios
and 95% confidence intervals. Risk estimates were
adjustedbyunconditionallogisticregression,andcon-
fidence intervals were derived from the model. The
odds ratios in the overall analysis of the risk associated
with current oral contraceptive use were adjusted for
age. When analysing the thrombotic risk associated
withdoseofoestrogenortypeofprogestogen,anaddi-
tional adjustment was made for date of inclusion
(divided in a total of 12 periods of 6 calendar months
spanning 1999-2004). For levonorgestrel, gestodene,
desogestrel, and lynestrenol, preparations can contain
differentdosesofoestrogenandanalysiswasrestricted
toonedose—themostfrequentlyusedof30μgethinyl-
oestradiol for levonorgestrel, gestodene, and desoges-
treland37.5μgethinyloestradiolforlynestrenol.Inall
analyses, we pooled the two control groups into one
group and adjusted for inclusion date. For current
oral contraceptive use, the risk of venous thrombosis
was calculated for all users of oral contraceptives, and
separatelyforthedifferenttypesoforalcontraceptives,
compared with non-users (never users and past users
combined).Becauseapositivefamilyhistoryofvenous
thrombosis has been hypothesised to lead to preferen-
tial prescription of specific types of oral contraceptive,
we took a positive family history into account. A posi-
tive family history was defined as a participant having
at least one parent or sibling with a history of venous
thrombosis as reported by the participants. Body mass
index (weight (kg)/(height (m)
2)), also a potential con-
founder in the association between different types of
oral contraceptives and the risk of venous thrombosis,
wascalculatedusingweightandheightasstated bythe
participantsinthequestionnaire.Smokingwasdefined
ascurrentsmoking(comparedwithneversmokersand
past smokers combined).
All oral contraceptives were classified according to
the dose of oestrogen and the type of progestogen.
Comparisons were made relative to non-users, and
between users of oral contraceptives containing differ-
ent oestrogen doses and progestogen types. Because
somecombinationsofoestrogendoseandprogestogen
typedonotexistorwere notusedin thisstudypopula-
tion, we also performed stratified analyses, such as a
comparison between several types of progestogens
with the same dose of oestrogen (30 μg ethinylestra-
diol) and the effect of oestrogen dose stratified for the
different types of progestogens.
RESULTS
Table 1 shows the general characteristics of the study
population. Of all 1524 patients, 859 (56.4%) had a
deep venous thrombosis of the leg, 495 (32.5%) had a
pulmonary embolism, 111 (7.3%) had both, and 59
(3.9%) had a deep venous thrombosis of the arm. The
mean age of the 1524 patients was 37.1 years, ranging
from 18 to 49. The mean age of the 1760 controls was
similar to that of patients—namely, 37.4 years (range
18-49). Among the controls, women who were using
hormonal contraceptives (mean age 33.6) were about
sixyearsyoungerthanwomenwhodidnotusehormo-
nal contraceptives (mean age 39.6, mean difference
6.0, 95% CI 5.3 to 6.8).
Of the 1524 patients, 1103 (72.4%) were using oral
contraceptives at the time of thrombosis, compared
with658/1760(37.4%)ofthecontrols.Thepercentage
of women using oral contraceptives was higher in
younger women than in older women (table 1).
Overall, current oral contraceptive use was asso-
ciated with a fivefold increased risk of venous throm-
bosis (odds ratio 5.0, 95% CI 4.2 to 5.8). Additional
adjustment for smoking and body mass index resulted
in a relative risk of 5.4 (95% CI 4.5 to 6.4). Restriction
to individuals without a positive family history of
venous thrombosis resulted in a relative risk of 5.8
(4.7 to 7.2) for all oral contraceptive users combined
versus non-users.
Toshowtheabsoluteeffectoforalcontraceptiveuse
among women in different age categories, we esti-
mated the incidence of venous thrombosis in women
not using oral contraceptives aged <30 years,
30-40years,and40-50yearsold.Theoverallincidence
ofvenousthrombosisperagecategory(I)canbecalcu-
lated as I=(p0×I0)+(p1×I1), relative risk=I1/I0, and
Table 1 |General characteristics of study population. Data are number (%) unless otherwise
indicated
Thrombosis patients (n=1524) Controls (n=1760)
Deep venous thrombosis of leg only 859 (56.4) —
Pulmonary embolism only 495 (32.5) —
Deep venous thrombosis of leg + pulmonary
embolism
111 (7.3) —
Deep venous thrombosis of arm 59 (3.9) —
Mean (range) age (years) 37.1 (18-49) 37.4 (18-49)
Oral contraceptive use 1103 (72.4) 658 (37.4)
Oral contraceptive use by age:
<30 years 327 (87.2) 266 (68.0)
30-40 years 346 (73.0) 210 (35.5)
40-50 years 430 (63.7) 182 (23.4)
Mean (range) body mass index* 26.8 (16.0-57.8) 24.4 (15.7-50.7)
Positive family history† 309 (26.4) 186 (14.3)
Smoking‡ 380 (26.8) 500 (30.9)
*Data available for 1391 (91.3%) patients and 1591 (90.4%) controls.
†Defined as having one or more parents or siblings who experienced deep venous thrombosis or pulmonary
embolism; information about family history of venous thrombosis available for 1171 (76.8%) patients and 1298
(73.8%) controls.
‡Defined as current smoking at index date; information on smoking available for 1418 patients (93.0%) and
1618 controls (91.9%).
Table 2 |Absolute risk of venous thrombosis associated with oral contraceptive use by age
category
Age category
Incidence of venous
thrombosis in non-users of
oral contraceptives (I
0) per
10 000 person-years*
Relative risk (95% CI) of
oral contraceptive use†
Incidence of venous
thrombosis in oral
contraceptive users (I
1) per
10 000 person-years‡
<30 years 1.2 3.1 (2.2 to 4.6) 3.7
30-40 years 2.0 5.0 (3.8 to 6.5) 10.0
40-50 years 2.3 5.8 (4.6 to 7.3) 13.3
*I0 is based on incidences published by Naess et al.
30
†Non-users of oral contraceptives are used as the reference category.
‡I1=I0×relative risk.
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oral contraceptive users, I0=incidence of venous
thrombosis in non-users, p1=prevalence of exposure
to oral contraceptives in the general population,
and p0=prevalence of non-exposure in the general
population.
From the distribution of oral contraceptive use in the
control group, we estimate p1and p0.Fromourdata,we
have estimated the relative risk of venous thrombosis
associated with current oral contraceptive use by age
category.Usingthisinformation,togetherwiththeover-
all incidences of venous thrombosis in women by age
category reported by Naess et al,
30 we were able to esti-
mate the absolute risk of venous thrombosis in women
not using oral contraceptives by age category separately
(table 2). Both the relative risk and absolute risk of
venous thrombosis in women not using oral contracep-
tivesincreasewithage,whichindicatesthatthe absolute
risk of venous thrombosis associated with oral contra-
ceptive use increases with age.
Most women used a monophasic oral contraceptive,
but triphasic oral contraceptives were also used. Eighty
nine patients and 72 controls were using a triphasic oral
contraceptive containing levonorgestrel with 30-40 μg
ethinylestradiol. The risk of venous thrombosis with
this triphasic pill was similar to that with monophasic
oral contraceptives that contained levonorgestrel and
30 μg ethinylestradiol (odds ratio 1.0, 95% CI 0.7 to
1.4);triphasicoralcontraceptivesincreasedtheriskrela-
tivetonon-userstothesameextentasmonophasiccom-
binedcontraceptives.Theriskofvenousthrombosiswas
also similar for triphasic and monophasic preparations
containing gestodene, althoughthe number of users of a
triphasic preparation was small (four patients and five
controls).
Progestogen-only oral contraceptives were used by
only two patients (lynestrenol) and four controls (des-
ogestrel). No risk estimates can be inferred from these
small numbers.
Oestrogen dose and type of progestogen in combined oral
contraceptives
Table 3 and the figure show the risk of venous throm-
bosis associated with combined oral contraceptives
containing different types of progestogens.
Oral contraceptives containing levonorgestrel were
the most frequently used oral contraceptives in the
control group (57.0% of all users). Among the throm-
bosispatientsthe mostfrequentlyused oral contracep-
tives contained either levonorgestrel (44% of all users)
or desogestrel (26.2%).
Compared with non-use, use of oral contraceptives
was associated with increased risk of venous thrombo-
sis—almost fourfold increase for contraceptives con-
taining levonorgestrel (odds ratio 3.6, 95% CI 2.9 to
4.6), 5.6-fold (95% CI 3.7 to 8.4) for those containing
gestodene, 7.3-fold (5.3 to 10.0) for desogestrel, 6.8-
fold (4.7 to 10.0) for cyproterone acetate, and 6.3-fold
(2.9 to 13.7) for drospirenone.
When we directly compared different types of oral
contraceptives with those containing levonorgestrel
(the most frequently used progestogen), we found an
increasedriskofthrombosisassociatedwiththosecon-
taining gestodene (odds ratio 1.6, 95% CI 1.0 to 2.4),
desogestrel (2.0, 1.4 to 2.8), cyproterone acetate (2.0,
1.3 to 3.0), and drospirenone (1.7, 0.7 to 3.9). Among
users of third generation oral contraceptives, the
thromboticriskforcontraceptivescontainingdesoges-
trel was mildly increased compared with oral contra-
ceptives containing gestodene (1.3, 0.8 to 2.2).
To assess the risk of venous thrombosis associated
with the dose of oestrogen, we restricted the analysis
to monophasic preparations with levonorgestrel, ges-
todene,ordesogestrel.Withanoestrogendoseof30μg
as the reference category, the thrombotic risk was 0.8
(95% CI 0.5 to 1.2) for an oestrogen dose of 20 μg and
1.9 (1.1 to 3.4) for a dose of 50 μg.
In table 4 the risk of venous thrombosis associated
with different doses of oestrogen are presented by type
of progestogen of the most frequently used combined
oral contraceptives (monophasic)—that is, levonorges-
trel, gestodene, and desogestrel. The oestrogen dose
was positively associated with the risk of venous throm-
bosis for preparations containing desogestrel and those
containing gestodene. Using the most commonly used
Table 3 |Risk of venous thrombosis associated with different types of progestogens in
combined oral preparations. Data are numbers (percentages) unless stated otherwise
Type of progestogen
Thrombosis patients
(n=1524) Controls (n=1760) Odds ratio (95% CI)*
Levonorgestrel† 485 (31.9) 373 (21.2) 3.6 (2.9 to 4.6)
Gestodene† 119 (7.8) 67 (3.8) 5.6 (3.7 to 8.4)
Desogestrel† 289 (19.0) 108 (6.2) 7.3 (5.3 to 10.0)
Lynestrenol† 44 (2.9) 19 (1.1) 5.6 (3.0 to 10.2)
Norethisterone 11 (0.7) 7 (0.4) 3.9 (1.4 to 10.6)
Cyproterone acetate 125 (8.2) 62 (3.5) 6.8 (4.7 to 10.0)
Norgestimate 9 (0.6) 4 (0.2) 5.9 (1.7 to 21.0)
Drospirenone 19 (1.2) 14 (0.8) 6.3 (2.9 to 13.7)
No oral contraceptive
(reference)
421 (27.7) 1102 (62.8) 1
*Odds ratio adjusted for age and period of inclusion (categorical; divided per 6 calendar months).
†Analysis restricted to preparation with most commonly used dose of oestrogen: for levonorgestrel, gestodene,
and desogestrel, 30 μg (645 patients and 385 controls); for lynestrenol 37.5 μg (42 patients and 19 controls).
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found oral contraceptives containing 20 μg estradiol
were associated with a decreased risk of thrombosis
whereasthosecontaining50μgestradiolwereassociated
with an increased risk of thrombosis. For contraceptives
containing levonorgestrel, no reduced thrombotic risk
wasseenforthosecontaining20μgethinylestradiolcom-
p a r e dw i t h3 0μg ethinylestradiol, but very few women
used an oral contraceptive containing levonorgestrel
combined with 20 μg ethinylestradiol, as shown by the
wide confidence interval.
Risk associated with oral contraceptive use for different
types of thrombosis
The risk of venous thrombosis associated with current
oral contraceptive use was increased for deep venous
thrombosis of the leg and pulmonary embolism
(table 5). The relative risk was higher for women
with a deep venous thrombosis of the leg (odds ratio
6.6, 95%CI5.4 to8.0)than forwomenwitha pulmon-
ary embolism (with or without deep venous thrombo-
sis of the leg) (odds ratio 3.9, 3.2 to 4.8). The risk
differences between types of progestogens which we
observed for all types of thromboses combined
remainedessentiallythe samefor bothtypes of throm-
bosis separately.
Current oral contraceptive use was also associated
with a twofoldincreased risk ofdeep venousthrombo-
sisofthearm(oddsratio1.9,95%CI1.1to3.4),butthe
number of patients with this thrombosis was too small
to estimate the risk of venous thrombosis associated
with different types of progestogens.
Duration of oral contraceptive use
For 1005 patients with venous thrombosis and 533
control subjects information on the duration of oral
contraceptive use on the index date was available.
Theriskofvenousthrombosiswasclearlyhighestdur-
ing the first three months of use (odds ratio 12.6, 95%
CI 7.1 to 22.4) (table 6). After one year, the risk of
venous thrombosis for oral contraceptive users com-
pared with non-users decreased to the overall estimate
ofafivefoldincreasedrisk.Inalltimeintervals,includ-
ing those of prolonged use, both secondand third gen-
eration oral contraceptives were used. When we
restricted the analysis to women who were using oral
contraceptivesformorethantwoyears,thethrombotic
risk with oral contraceptives containing desogestrel
remained increased compared with those containing
levonorgestrel and was similar to the overall risk—for
gestodene odds ratio 1.5 (95% CI 0.9 to 2.6) and for
desogestrel 1.9 (1.3 to 2.9).
For the newest types of oral contraceptives, we also
assessed the risk of thrombosis restricted to short term
users,toaccountforattritionofsusceptibles(womenat
increasedriskofgettingdeepvenousthrombosis).The
number of short term users for an individual type of
progestogen was low, resulting in wide confidence
intervals. However, for women using oral contracep-
tives for three months or less, the results support an
increased risk for both drospirenone (odds ratio 1.9,
95% CI 0.2 to 21.3) and cyproterone acetate (1.6, 0.3
to 9.9) compared with oral contraceptives containing
levonorgestrel.
Table 5 |Risk of different types of venous thrombosis associated with oral contraceptive use by different type of
progestogen. Patients with venous thrombosis of the arm omitted from this analysis
Type of progestogen No of controls
Deep venous thrombosis of leg Pulmonary embolism*
No of patients Odds ratio (95% CI)† No of patients Odds ratio (95% CI)†
All 654 661 6.6 (5.4 to 8.0) 407 3.9 (3.2 to 4.8)
Levonorgestrel‡ 373 300 5.0 (3.8 to 6.5) 171 2.8 (2.1 to 3.8)
Gestodene‡ 67 74 8.1 (5.2 to 12.7) 43 3.8 2.2 to 6.3)
Desogestrel‡ 108 159 8.7 (6.1 to 12.4) 122 7.1 (4.9 to 10.4)
Lynestrenol‡ 19 27 7.3 (3.7 to 14.2) 15 4.5 (2.1 to 9.6)
Norethisterone 7 7 5.4 (1.8 to 16.6) 4 3.1 (0.8 to 11.5)
Cyproterone acetate 62 77 9.4 (6.1 to 14.3) 41 5.6 (3.4 to 9.2)
Norgestimate 4 5 8.7 (2.1 to 35.5) 4 5.2 (1.1 to 23.7)
Drospirenone 14 12 9.1 (3.9 to 21.5) 7 6.2 (2.2 to 17.6)
No oral contraceptive
(reference)
1102 197 1 198 1
*With or without deep venous thrombosis.
†Odds ratio per type of progestogen adjusted for age and period of inclusion (categorical; divided per 6 calendar months).
‡Analysis restricted to preparation with most commonly used dose of oestrogen. For levonorgestrel, gestodene, and desogestrel, this was 30 μg (388
patients with deep venous thrombosis of the leg, 242 patients with pulmonary embolism, and 385 controls). For lynestrenol, this was 37.5 μg( 2 5
patients with deep venous thrombosis of the leg, 15 with pulmonary embolism, and 19 controls).
Table 4 |The risk of venous thrombosis associated with different doses of ethinylestradiol in
monophasic oral contraceptives. Data are odds ratios adjusted for age (95% CI) unless
stated otherwise
Ethinylestradiol
dose (μg)
Percentage use
among controls* Levonorgestrel Gestodene Desogestrel
20 11.2 1.1 (0.4 to 3.1) 0.3 (0.2 to 0.7) 0.7 (0.4 to 1.2)
30† 84.4 1 1 1
50 4.4 2.2 (1.3 to 3.7) ——
*In total, 51 women used a monophasic preparation with 20 μg ethinylestradiol, 385 women used one with
30 μg, and 20 used one with 50 μg (total 456).
†Reference category is the most commonly used dose of oestrogen among controls.
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Principal findings of the study
We found that currently available oral contraceptives
wereassociatedwithafivefoldincreasedriskofvenous
thrombosis.Thisresultconfirmstheresultsofprevious
studies reporting a twofold to sixfold increased risk of
deep venous thrombosis associated with oral contra-
ceptive use.
2-5 Several older studies report a slightly
lowerrisk,whichisprobablybecausenowadaysdiffer-
ent types of oral contraceptives containing newer pro-
gestogens with higher risks are being used. The risk
clearlydifferedbytypeofprogestogenanddoseofoes-
trogen. Oral contraceptives containing desogestrel
wereassociatedwithatwofoldincreasedriskofvenous
thrombosis compared with oral contraceptives con-
taining levonorgestrel, which persisted among
women who had used these oral contraceptives for
many years.
The risk of thrombosis associated with oral contra-
ceptives containing cyproterone acetate or drospire-
none was similar to that associated with oral
contraceptives containing desogestrel—a sixfold to
sevenfold increased risk compared with non-users.
Comparison with other studies
In contrast to our findings, a large prospective cohort
studyfoundanequalriskofthrombosisassociatedwith
oral contraceptives containing drospirenone or
levonorgestrel.
28 However, our results of an excess
risk for drospirenone are supported by previous data
from laboratory studies in healthy users, where an
excess in thrombin generation (endogenous thrombin
potential)wasfoundfororalcontraceptivescontaining
desogestrel, cyproterone acetate, and drospirenone
thatexceeded the effectoforalcontraceptivescontain-
ing levonorgestrel.
31 Previous studies have also shown
that this global test predicts risk of thrombosis,even in
women not using the pill and in men.
32
The size of our study allowed separate risk estima-
tion for both desogestrel and gestodene, whereas most
previous studies either included only one type or
grouped these two progestogens together. The risk of
deep venous thrombosis with oral contraceptives
containing desogestrel was slightly higher than that
with oral contraceptives containing gestodene (odds
ratio 1.3, 95% CI 0.8 to 2.2). This confirmed the find-
ingsofa previouscase-controlstudyoforal contracep-
tives containing gestodene or desogestrel.
24
Furthermore, oral contraceptives containing desoges-
trelhavebeenassociatedwithamorepronouncedacti-
vated protein C resistance and higher levels of sex
hormone binding globulin than those containing ges-
todene, which are likely to indicate thrombotic risk.
33
Resultsofacrossoverstudyinhealthyusers,including
33women,showeddifferenteffectsonthehaemostatic
system for third and second generation oral
contraceptives.
3435Oralcontraceptivescontainingdes-
ogestrel were associated with more pronounced
changes in both the procoagulation and anti-
coagulation systems compared with oral contracep-
tives containing levonorgestrel and activated protein
Cresistance(inboththeactivatedpartialthromboplas-
tin time as well as the endogenous thrombin potential
test) was more pronounced.
34-36
We found the risk of venous thrombosis was posi-
tively associated with oestrogen dose. Lidegaard et al
also showed a positive association between oestrogen
doseandtheriskofvenousthrombosisfororal contra-
ceptives with oestrogen doses lower than 50 μg.
24 The
same trend was shown earlier for oral contraceptives
with higher doses of oestrogen (50-100 μg).
6-8
Strengths and limitations of this study
Thisstudywasperformedmorethanadecadeafterthe
introduction of oral contraceptives containing deso-
gestrel or gestodene in the Netherlands, and data
were collected 10 years after those that led to our first
report on the increased thrombogeneity of third gen-
eration progestogens. Some women have used oral
contraceptives containing desogestrel or gestodene
for a considerable time. The large study size allowed
us to study the duration of oral contraceptive use in
detail. Clearly the risk of thrombosis was highest in
the first year of oral contraceptive use, with a peak in
the first three months of use (odds ratio 12.6, 95% CI
7.1to22.4).Thishighriskofvenousthrombosisduring
Table 6 |Risk of venous thrombosis associated with duration of use of oral contraceptive. Data are number
Duration of use (months)*
No of thrombosis patients
No of controls Odds ratio (95% CI)† Total Using levonorgestrel
Using
gestodene
Using
desogestrel
≤3 66 32 8 10 15 12.6 (7.1 to 22.4)
>3 and ≤6 49 19 7 9 17 8.3 (4.7 to 14.5)
>6 and ≤12 63 31 4 9 26 7.5 (4.7 to 12.2)
>12 and ≤24 75 35 5 17 46 5.0 (3.4 to 7.4)
>24 and ≤60 141 77 15 31 87 5.0 (3.7 to 6.8)
>60 611 251 68 179 342 5.2 (4.3 to 6.2)
No oral contraceptive
(reference)
421 —— — 1102 1
*Duration of oral contraceptive use defined as time since start date of last oral contraceptive used before index date for women who used oral
contraceptives at the time of the index date. For 221 users (98 patients and 125 controls) duration of use was unknown.
†Odds ratio adjusted for age.
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result of differences in the type of oral contraceptives,
norwasthehighriskconferredbythirdgenerationoral
contraceptives or oral contraceptives containing
cyproterone acetate the result of recent use of particu-
lar brands (“attrition of susceptibles”). We confirmed
thelatterinananalysislimitedtowomenwhohadused
oral contraceptives for more than two years. These
results clearly indicate that “recent introduction” bias
cannot have affected our results. Oral contraceptives
containing drospirenone have been available in the
Netherlands since 2002. Here we countered potential
“recentintroduction”bias by restricting the analysisto
shorttermusers,andwestillfoundasimilarexcessrisk
in comparison with short term use of oral contracep-
tives containing levonorgestrel (1.6-fold increased risk
for drospirenone).
The relative risk associated with oral contraceptive
use was higher for deep venous thrombosis of the leg
than for pulmonary embolism. Oral contraceptive use
was also associated with a twofold increased risk of a
deep venous thrombosis of the arm, as previously
reported from this study.
37
It could be argued that recall bias may have occurred
in our study. However, patients fill in the questionnaire
within a few weeks after the thrombotic event. For con-
trols, current use of oral contraceptives is filled in on the
questionnaire. The short time between thrombosis and
filling in the questionnaire, as well as the fact that the
questionnaire is sent to the participants’ home, where
thepackageoftheoralcontraceptiveisreadilyavailable,
makes the occurrence of recall bias very unlikely.
Conclusions and policy implications
Allcurrentlyusedoralcontraceptivesareequallyeffec-
tive in preventing pregnancy. However, especially the
preparations containing cyproterone acetate or dros-
pirenonealsohaveotherindications,suchastreatment
of acne vulgaris, seborrhoea, or mild hirsutism. A
recent Cochrane review assessed the effect of different
combined oral contraceptives for the treatment of
acne.
38 It concluded that only minor differences were
found in the effectiveness of preparations containing
cyproterone acetate, desogestrel, or levonorgestrel in
the treatment of acne. Also with regard to weight gain
while using oral contraceptives, no major differences
were found between preparations containing drospir-
enone or levonorgestrel.
39 The effectiveness of allevia-
tion of premenstrual symptoms by oral contraceptives
containing drospirenone compared with placebo or
other oral contraceptives has not been
demonstrated.
40
Thus,availableevidencesuggeststhat,evenforacne
or weight gain, there is no clear difference between
most commonly used oral contraceptives. This indi-
cates that the choice of oral contraceptive should be
based on the smallest increase of side effects, such as
risk of venous thrombosis. It is estimated that 100 mil-
lion women use an oral contraceptive worldwide.
41
Withsucha largenumberofwomenusingoralcontra-
ceptives, even the smallest increase of side effects will
affect many. Knowledge of these risks and efforts to
reduce them are of crucial importance. Our results
clearly show that the safest option with regard to the
riskofvenousthrombosisisanoralcontraceptivecon-
taining levonorgestrel combined with a low dose of
oestrogen.
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